[Cytochrome P-450 3A4--the most important arena for drug interactions in the body].
Drug metabolism is often dependent on the cytochrome P-450 enzyme CYP3A4. Some drugs are powerful inhibitors of CYP3A4, whereas others are inducers. Thus, numerous drug interactions are caused by altered CYP3A4 enzyme activity. Based on our own continuous work with drug interactions during the last 10 - 15 years, we here present an overview of the most important CYP3A4 interactions and suggestions on how to handle them in clinical practice. The combination of a drug being a powerful inhibitor of CYP3A4 and a drug dependent on CYP3A4 for its metabolism may increase the plasma levels of the substrate as much as 10 to 20-fold, with adverse drug reactions and toxic effects as a result. Correspondingly, a combination with an inducer may cause a decrease in the plasma level of the substrate to only 5 - 10 % of its original concentration, leading to therapeutic failure. One should avoid drug combinations that cause such profound changes in substrate plasma levels as those described above. With smaller changes in plasma levels an alternative is to combine dose adjustments with frequent clinical controls.